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□ Responsive to communication(s) filed on : : [ . 

□ This action is FINAL., ' 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte QuayV835 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire 3__ month(s), or thirty days, whichever is 

longer, from the mailing dateof this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37CFR 1.136(a). 
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K Claim(s) 1-12 



Of the above, claim(s) 5-12 
□ Claim(s) 



. is/are pending in the applicat 

is/are withdrawn from consideration 



H Claimfs) 1-4 

□ Claim(s) 

□ Claims 



is/are allowed, 
is/are rejected, 
is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 
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Art Unit: 1633 

DETAILED ACTION 

This application claims the benefit of of provisional applications 60/083,571 filed 4-30- 
98 and 60/089,543 filed 6-17-98, and is a continuation of 09/303,377 filed 4-30-99. 

Election/Restriction 

1 . Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1 -4, drawn to method of transforming a cell by applying nucleic acid and 
fibrin gel to the cells separately, or applying nucleic acid in admixture with fibrin 
or fibrinogen composition to the cells, and using the transformed cells for gene 
therapy (ex vivo), classified in class 435, subclass 455. 

II. Claims 5-8, drawn to method of conducting gene therapy by applying effective 
amount of nucleic acid and fibrin gel to the tissue of a subject in vivo, classified in 
class 514, subclass 44. 

III. Claims 9 and 10, drawn to a kit comprising compositions for forming fibrin gel 
and nucleic acid molecule, classifiable in class 536, subclass 23.1. 

IV. Claims 1 1 and 12, drawn to method of conducting gene therapy comprising 
transforming a cell with nucleic acid, and implanting the recombinant cells into an 
animal and applying fibrin gel to entrap the implanted recombinant cells within 
the animal (ex vivo), classified in class 424, subclass 93.2. 

2. The inventions are distinct, each from the other because of the following reasons: 
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Groups I, II and IV are distinct form group III because I, II and IV are drawn to method 
for transforming a cell and method of gene therapy which is different from a kit for forming 
fibrin gel comprising fibrin monomer, fibrinogen, fibrin precursor, or fibrin-analog, the catalyst 
and nucleic acid molecule. The kit is primaily drawn to a fibrin composition, albrit part of 
methods claimed, it is considered distinct since the methods per se are drawn to using the fibrin 
gel with the fibrin materials as in the kit. Thus, each the kit and the methods would require 
separate scientific considerations and therefore different searches. , 

Group I is distinct from IV even though they both are drawn to ex vivo gene therapy, each 
uses different starting materials. Group I only uses recombinant cells for gene therapy, whereas, 
group IV use both recombinant cells and fibrin gel for gene therapy. They are different methods 
having different mechanisms because of the divergent starting materials. Thus, they are not 
obvious methods of each other and require a separate search based on their differing scientific 
consideration. 

Group II is distinct from I and IV because II is drawn to in vivo gene therapy using 
nucleic acid and fibrin gel, whereas group I and IV are drawn to ex vivo gene therapy using 
recombinant cells and/or fibrin gel. They are different methods having different mechanisms 
because of the different starting materials and actual methods. One is ex vivo transformation and 
the other drawn to in vivo. Delivery issues differ scientifically, each require a separate search. 
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Because these inventions are distinct for the reasons given above and have acquired a 
separate status in the art because of their recognized divergent subject matter and as shown by 
their different classification, restriction for examination purposes as indicated is proper. 

During a telephone conversation with Mr. John Kilcoyne on 12-1 7-99 a provisional 
election was made without traverse to prosecute the invention of group I, claims 1-4. 
Affirmation of this election must be made by applicant in replying to this Office action. Claims 
5-12 withdrawn from further consideration by the examiner, .37 CFR 1.142(b), as being drawn to 
a non-elected invention. 

Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the currently 
named inventors is no longer an inventor of at least one claim remaining in the application. Any 
amendment of inventorship must be accompanied by a petition under 37 CFR 1 .48(b) and by the 
fee required under 3 7 CFR 1 . 1 7(1). 

Priority 

3 . If applicant desires priority under 35 U.S.C. 119 (e) based upon a previously filed 
copending application, specific reference to the earlier filed application must be made in the 
instant application. This should appear as the first sentence of the specification following the 
title, preferably as a separate paragraph. 
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An application in which «he benefits of an earlier appiication, 09/303,377, are desired 
specification (37 CFR 1.78). 



Double Patenting 

4. Claims lan d 2 are provisionally rejected under the judicially created doctrine of 
obviousness-typedou^^ 

Application No. 09,«:,377. Although the conflicting claims are not identical, they are no, 
.oarneWoftransforrningacellbyapplyingnucleicacidan^ 

or applying nucleic acid in admixture with fibrin or fibrinogen contposition to the cells, whereas, 
claims 1-3 are drawn to the use of fibrin matrix for the enhancement 0 ^ 
wherein S aid fi br to isautolo g ou, to me P a,ient.C^^ 

teach fibrin to be autologous ,o the patient, however.it wouldhave been obvtous for a person of 
ordinary to use fibrin which is autologous to the patient for the purpose of reducing immune 
response of the patient to the fibrin. In addition, fibrin matrix and fibrin gel are same flung. . 
Thus, claims > and 2 are rejected under thejudicial,y created doctrine of obvious„es,type double 
patenting as being unpatentable over claim, 1-3 of copending Application No. 09/303,3 77. 

This is a r^vi^ obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 
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Claim Rejections -35 USC §112 

5. The following is a quotation . of the first paragraph of 35 U.S.C. 112: 

6. Claims 1 and 2 are rejected under 35 U.S.C. 1 12, firs, paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the ! 

invention. .. 

Claims 1 and 2 are directed to a method of transforming a cell by applying nucleic acid 
and fibrin gel to the cells separately, or applying nucleic acid in admixture with fibrin or • 
fibrinogen composition to the cells; Claims 1 and 2 encompass any vector or vehicle, and any 
nucleic acid for transfomung a cell in vitro^invivo at any location ofany subject including 
human beings, mammals, fish, bird, insect, fungus, plant. 

The specification discloses the preparation of preferred sealant compositions and the ~ 
.incorporation of nucleic acid into fibrin gel, but fails to provide an enabling disclosure for the 
meihod of using fibrin monomer or fibrinogen for genetic transforation ofany gene in any type 
of cell or subject invito or in vivo, because me specification fails to provide sufficient guidance 
or demonstrate any date for the genetic transformation ofany nucleic acid, DNA or RNA in any 
type of cell or subject in vitro or in vivo via fibrin gel. rVo teachings are present within the 
specification in regard to how to transform a cell with any nucleic acid in any vector or any 
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vehicle by using fibrin monomer or fibrinogen, how the nucleic acid entrapped in fibrin gel can 
be taken up by cells, or how to determine such cells are transformed with said nucleic acid. 

The specification also fails to provide sufficient description of the vector or vehicle used 
in the method with fibrin monomer or fibrinogen for genetic transformation. No description of 
any vector suitable with fibrin as claimed is present in the as filed specification. Therefore the 
practitioner at the time of the invention would have been required to exercise undue 
experimentation to transform cells with nucleic acid and fibrin gel or the mixture of nucleic acid 
and fibrinogen composition and show the uptake of nucleic acid by the cells. Thus, claims 1 and 
2 are rejected under 35 U.S.C. 1 12 first paragraph. 

7. Claims 3 and 4 are rejected under 35 U.S.C. 112, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

Claims 3 and 4 are directed to a method of conducting ex vivo gene therapy by implanting 
the transformed cells into an animal. Claim 4 specifies the use of a precursor cell and maturing 
the cell to a specialized cell type in vitro or in vivo following implanting. Claims 3 and 4 
encompass gene therapy using any nucleic acid in any vector under the control of any promoter 
for the treatment of any disease or disorder in any subject including human beings, mammals, 
fish, bird, insect, fungus, plant, and also encompass any stem cells transformed ex vivo for gene 
therapy. 



or 
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The specification fails to provide an enabling disclosure for gene therapy using any 
nucleic acid in any vector under the control of any promoter for the treatment of any disease . 
disorder in any subject including human beings, mammals, fish, bird, insect, fungus, plant. The 
specification fails to provide sufficient guidance or demonstrate any date of any therapeutic effect 
of any gene therapy using any recombinant cells, such as recombinant stem cells, which are 
transfonned by nucleic acid in any vector under the control of any promoter for the treatment of 
any disease or disorder in any subject. 
y The specification does not disclose what type ofnucleic acid is to be. used for gene 
therapy, which nucleic acid is to be used for a specific type of disease or disorder, how and where 
the recombinant cells are to be administered to the subject, what type of disease related to said 
nucleic acid is to be treated and how to monitor the effect of the treatment on the subject. The 
scop* of the invention encompasses any type of diseases or disorders and any recombinant cells 
which are transformed by any nucleic acid which might be related to said diseases or disorders, 
.. and it encompasses a very broad range of subject including plant, animal and human beings a 
very broad range of stem cells. It is unclear whether the application of the recombinant cells 
containing any recombinant nucleic acid will exhibit any therapeutic effect to each individual 
related disease or disorder of any subject. 

The field of gene therapy at the time of the invention was unpredictable. For example! 
cystic fibrosis gene therapy using adenoviral vector, adenovirus genes express proteins that 
trigger immune responses and provoke inflammation along with an immune attack that 
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neuMizesce^^ 

rekasedtothetarg^ 
tapeu.iceffec.on.he^cellortissue,^ 

invention. 

werenoES ceHs for any ^ctel*^^^,^^^.. 
.issuesorgerm cells ,„ v/v 0 (e.g. p. 537,538). ™e daims encompass use of any Wormed 

disorders in any subject inciudmghurnan 

if ES cells other than mouse ES cells have not been established a. the time of fihng, the I '. ■■" 
^formation of these stem cells and the use of the transformed stem cells would be 
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"-^^^-•^^.^^.^^ 

whe4erthey *^^^ 

d '«*therthereisa„^^^ 

^exhib^fterapeuticeffecina^subiec. Itisnotedtotheu^dic^ofa 
-de in support of enablemeM of ^ ^ ]? ^ ^ ^ ^ 

of guidance in the specification, and the unpredictable nature of the, art. 

Claim Rejections -35 USC §112 

8- The following is a quotation of the second paragraphof35 U.S.C. 112: 
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9- Clauns, and 2 are rejected under 35 U,C. U2, second paragraph, as bei ngincomptoe 
^^^^<^^^^^ . eeMp£p 

nucleic, acid! 

. ^^^^^^-n^to^^^ SeeMp£p 
the panted transfon.edceHsarepresen.Weno^ 



amount of 



Claim Rejections -35 USC §102 
11- H>e foliowing is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that .fonn the 

basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless -- 

^fulfilled the requirements olfJ^^^^J^. an «io„ a l application by another who 
thereofby the applicant for patent. ' ' " ^ C 4 ) of section 371(c) of this title before the invention 

12. < Claim2isre jec tedunder35U.S.C. 102(e) as being anticipated by Donovan eta^^ 
Patent No. 5,833,651, 1998 (A). % • 
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subject include huma,, beings, m _l s> fish, bird, insect, fu^us, 
DonovaneUUons^^ 

.heco„ tt o,ofCMV. pr o m o ter a„da„ Ei del e«ed recombinant adenoviral vector ADVhpAP 
^^^^^^^^^^ 

teac„ mixi «^ 
^^^^ 

-Us (e.g. column, , 3) . ^ clain] 2 is fcy D(movanetal 



Conclusion 

No claim is allowed. 



should bedirec,ed,oS.n,Lin Chen whose ^ephone nuntberis (703) 305-1678. The exatniner 
can normally be reached on Monday to Friday from 8 am to 4:30 pm. 



Application/Control Number: 09/334,325 
Art Unit: 1633 



Page 13 



If attempts to reach the examiner by telephone are unsuccessful, the examiner's ' 
supervisory^ 

group is (703) 308-4242. 

Any mquiryofageneral nature or^ 
directed to the Group receptionist, whose telephone number is (703) 308-0196. 



Shin-Lin Chen, Ph.D. 




